(i9) «^taMWW««n 

(43) SE^BBB 
2002 ^ 26 0 (26,09.2002) 




PCT 



(io) mtg'£M&^ 
WO 02/074340 Al 



(51) m^m^m 7 : A61K 45/00, 

31/4178, 31/41, 31/4184, 31/519, 9/00, 9/08, 9/50, 47/02, 
47/34, A61P 43/00, 9/00, 9/12 



(21) @J&ffiH##: 

(22) SBSfflIBB: 

(25) m&&m<Dwm: 

(26) i^KDfg: 



PCT/JP02/02404 



2002 ^3 ^ 14 B (14.03.2002) 



B*B§ 



(30) fisted— *: 

<ftM2001-077157 2001 ^3 R 16 B (16.03.2001) JP 
m 2001-353757 

2001 *£11 ^ 19 B (19.11.2001) JP 

(71) &mx(*m&fo<±T<Di ! imm\z'o^x):ftmm& 

Xgft^tt (TAKEDA CHEMICAL INDUSTRIES, 
LTD.) [JP/JP]; T 541-0045 *HKJfr XVKJfitp jS* 
BTETI 1 S 1 ^ Osaka (JP). 

(72) fc<fctf 

(75) Jg^t/ttHX^iCO^TO)^: g«QF^(SHI- 
RAISHI,Keiko) [JP/JP]; T 563-0026 *B5f& ftlffl TfT it 
fi1Tg2-17f107§ Osaka (JP). UU^fc ft (YA- 
MAGATA,Yutaka) [JP/JP]; T 654-0122 J*J$St **P rfi 
jIIE£ 1TI1f8-207§ Hyogo(JP). ffl 



(HATA,Yoshio) [JP/JP]; T 041-1404 ItMtil 
&gBBT =£##J 5311161 Hokkaido (JP). 

(74) tt&A: JSJS . n(TAKAHASHI,Shuichi et ah); 
T 532-0024 *0EJfr *B£rtT3lJI|l£ + H*»T2Te 
1 7S8 5^itffl3ISx^^tt^B5x«rtOs- 

aka (JP). 

(8i) m&m (mto)i AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, 
OM, PH, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, 
TN, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZM, ZW. 

(84) m^M (&&): ARIPO (GH, GM, KE, LS, MW, 
MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 2~7v7^ 
(AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — D^/<« 
(AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, 
LU, MC, NL, PT, SE, TR), OAPI (BF, BJ, CF, CG, 
CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG). 



— (54) Title: PROCESS FOR PRODUCING SUSTAINED RELEASE PREPARATION 

= (54) ftwozftx mm&&m<D®&&i 

(57) Abstract: A process for producing a sustained release preparation characterized by comprising removing a solvent from an or- 
ganic solvent solution containing a hardly water soluble nonpeptidic physiologically active compound, a polyvalent metal compound 
and a biodegradable polymer in an amount exceeding the solubility of the biodegradable polymeric in the organic solvent in the ab- 
O sence of the polyvalent metal compound; sustained release preparations obtained by the above production process; sustained release 
TJ" solid medicinal compositions containing a nonpeptidic physiologically active substance and a biodegradable polymer, wherein about 
^If 0.05% by weight, based on the composition weight, or more of a polyvalent metal is present on the composition surface; etc. In 
these sustained release preparations, the hardly water-soluble nonpeptidic physiologically active compound is uniformly distributed 
O and the sustained release effect of the hardly water-soluble nonpeptidic physiologically active compound can be stably achieved. 
Moreover, medicinal compositions containing a nonpeptidic physiologically active substance wherein the early release of the phys- 
iologically active substance is efficiently controlled, a process for producing the same, etc. are provided. 
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^•bTV^T'b ^ tV^7^^/^•Sl 7^CV^U3lla-T?e^$<a-CV^T 1 b iV^^ (C,_ 4 ) • 

hn^>vVK££*) , (2) fSH (C,. 4 ) TA = *cis— i&m (C,_ 4 ) TA*A 
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£ (fll, * Y*>s**f->\>, 31 h * if ) , (3) S-CH (R 4 ) -OC 

or 5 Kt, R 4 (i (a) (b) mmmi -6<Dmmhv<te&&ft<D<& 

yy^A\ t-^^/K n— o-^/k y^y^/K ^^^/u^) , ( c ) 

5 £*?|f jit 2-6 OtSljK <b L- < (*^^(DfSmT/K^-Ag* fcf± ( d ) 3 - 

ft if) SttkU R 5 « (a) mmmi-6<D\Kmh^<teft&tk<Di&mT/u*;i'm 

sec-y^vK t-/f;v, n-^:-'9vK -f y^O'^/U, Jf^-^^yUftiT) , (b) 
10 ^it2-6©iti'b L-< I4^0»7A^^S, (c) ^PUffc 3 - 8 <Z> 

,_ 4 ) T/V^/K ig^ (C,_ 4 ) T/U^^^i^^LTV^-Cb JiVN^oi^^yt 
{±^-y^/v«^if) TSm^tLTt^^^: 1-3 <Dm&T;\s*A-m (fcU ^yyVK 
15 p— ynn-<> vvK 7i^f;i^, ^^a-<yfA ^f;K y^n^i//Mf 
A-ftif) % (d) ^^3-8C0->--^nTA^/i-tb<f±e^:^ixT^T 1 b«tVN 
TV sum (ffl, /^y>'SlF, -hn N iggfc (C,. 4 ) T/V^^K (C,. 

20 7!l/K ^ y^n-^^/v^.!fcoTyV'>--/vg|5?r^ot ) o/ c ti:*) N ( e ) g^ti 
-ho, is® (C x _ 4 ) TA=Jr;K {60 (C,. 4 ) T/l-r 3 ^r^^if'^bTVNT'b 

J;v^^-/U;£fcf37"y^/vS&if) % (f) Mi-6©ifitL<iiM 

25 y\ n-y*h#v\ 'fy/h^y sec-y*h3rv<\ t-^'h^r->\ n— 

^y^yw^y ^^y^A^^ft if) % ( g ) 

W&i>\^<\*&fc)k<Dfof&Tfr&~K*c*sm (#!!> 7!)DJry ^y^-T^^D^ 
-yfti*) N (h) »3-8^^n7/^;mvI v^u-O^a- 
*^->\ y n^dr^yu^-df-v', n^^^^^^ if) % (i) ^§jf#fc3 
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ft if) t>b< te@&£«aT^-c<t>J;^7y-/vg (0)J, /Nn^yg^ -hP N 

{&& (C,.' 4 ) T/U*A\ (C 1 _ 4 ) T/l'=*$'&£&-trL--CVvC 1 t>£V , ^:t 

^^ : P=^>\ 7i^fnif-i/, v'^n^V^/W^ h=*ri/\ S/£ o^dp-V/V^ h 

S'-fflSSriSofcOft^) s (j) M3-8C^n7;^yv ^p-<>- 

y— /VS (08, ^n^Vjjf^ = hn, {g0 (C x _ 4 ) T/W^/K i&B (Ci-J 
T /V a * vft if £ # b X V > r «fc ^ -7 =. =. A- * fc 7 ^.'Wgft if) "C * *b 
^^^16: 2-3 <Z><MT/Vir~ p ^rVS (#J, 5 p **>^§f£> bf = n * >\ 

ot©4^) *fcf* (k) mm^nx^^xh iv^r y — (m. 

_ 4 ) T/V^f/K (C x _ 4 ) T/U = df->> ^if^^LXV^t «kV^ a ; =*V£ 

i&m (C,_ 4 ) T^^/WSSfcttT^/V* (0«J, (C 2 _ 5 ) TAs$J / 4 

^<tvMg,m (C,. 4 ) 7A^/i/S (ifJlBLfcR 1 ^ UT©H^ty|rififeL5 §S 
COi^fiSi: L-Ttfi|*£;ft,fc rg^^ttTVNTfc iVHSi^ (C x _ 4 ) 7VV"¥/U*J 
t^toWe^iS) , ^py>^s ~ho, >T/> <g|& (C x _ 4 ) 
7^3^^', l&V^L-2<@0{g;7gfc (C,. 4 ) 7^A-Tf t iV^7 5 

/ * i'©iM^t LTV n-c ct V n 0 

£#rtI**ft4ru:J:5BMk 5S7cfc5VN«^^^|fo^#:F^S^if) "Clft 
->T/, N-h Ko*V*A-^ * N/Wi (-C ( = N-OH) — N 
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H 2 ) % *>*V^4«lfe$*l,-CV^ 1 t>«kV^ijR (C 1 _ 4 ) r/V^/Wg$fc|47>'A-S 

-e^en^mi £iiit < 1 ) * (2) fhy/y (3) h 

!/7/l-to^*>-^*ytt7U , S (-NHSO,CF,) , (4) y >-g£g, 
(5) ^A*ySS, (6) N, S, 0©H©lllttli2fflm±^tf5~ 

(-s ^^/JiRJSte «t «9 x R 1 -C* * tto^-Y * ^Srflgfifc £ 9 <5 £ ( V % 

R 1 <t LTfi^ S#l£;ix-CV^-C*> =fcvv[&i|& (C x _ 4 ) T/v^A- ^^vi^ h 
]) 7aL~;V* f-)V, y h =3f v ^-A-, ^ h fvV, p - y h^-^y^l/, 

10 p-- hn^y-/^^) t>L.<f*T$/7U£ (C 2 _ 5 ) TAofr ✓ -f /I', 

2, 5-^tKP-5-t^y-l, 2, 4-W^7/-^-3-^/W (if 
* b< f4 N *r h 9 V y fr) £fctt*>7V , N- 1 Kn^>y*;wU^ 5 /u (£t 

su<wt*>7V) a*#*u<, t QfrftT h7/y L<fflvMb*t<5, 

±v\ **«Jfcf4ltil«|J^«r#rit-t-SJ!R-T-*as l]fefcte2T*fe6 
{£& (C x _ 4 ) 7^*uy, -CO-, -O-, -S-, -NH-, -CO-N 
20 H-, -O-CH,-, - S -CH 2 -, -CH = CH-J^if^^(f ^tL^ 0 

*r*U WSi LTIt (1) -'^^ (0!U F, CI, Brftbl , 

(2) v'TA (3) = hn, (4) «ft*turv^ t> iV^tett- (C »_ 4 ) T As* 
25 /V, (5) (C 1 _ 4 ) 7/W3= ! f>/, (6) »*£*LTVvrfc.J:VVr5/S (01 
7^;, N—(6» (C,.,) Tfr*rA'T%/ (M, ^^7 5/*^) , N, N 
-^"Mtt* (C i_ 4 ) 7/VW5; 5>**vVT§ , N-7y-/V 

75; (Wv 7 x=/v7 <b*) , mm&T s: y (au *r/v* y y , y ^ 

y, tf^^V, N- 7x=;Hf^7i.V^if) % (7) S-CO-D' 
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(C 2 _ 6 ) 7 ' As* S 4 As***s W. 7±b*is, f^n^A^-dr^if) , 
i&m (C,_ 6 ) TA^^A^A^v- (#K ^ h^^Astf-A;*-^, 
= h^v^A^A^v'&if) Jfo^fUS® (C 3 _ 6 ) ^ ; ^7/^^^;P 

i>Tt>J:vMfttt (C,.,) 7;va^v'^t) T?*t>$tt5«, (8) ft 

Ifc^jix-tvvcfcJivMftiR (c,_ 4 ) ta*a (Stria Lfc r 1 £ Ltoi-fty^i 

tx^^^fc rftift$*fcv^fcj:v^i» (c,. 4 ) r 

A^Agj £EI«ifcfc<Z>asagtf b^5) ^L<(4TvW (0)J, i&B (C 2 _ s ) T 
10 A#y -<A, --s^:/^ /vfcif) -C^^tL-CV^tiv^ h!)7;v 

So 

15 -CV^-Cfc«tV^igjR (C,. 4 ) TA=*A tKBISs tfA^^Ag, 

J^if-efttft$^-CV>Tfe«J:v^ffi (C,_ 4 ) TAdrAfrif) , -^o^^^if^m 
* L-< % ffim^R 2 ^{^A;6se&S&^£&i^ .t^J; 0«P*LV\, 

?HS^Sr*t5S) fcL-TS, 0!I;U^ (1) ^*-7VWfc*fcfciT^ Kfb£*LT 
20 V N "C t> <£ V N # Azft^F" i^A'Sx (2) fh^/U/Hs (3) b V 7A;Tp * * > 
^;V*yi7^ HS (-NHS0 2 CF 3 ) s (4) V^m&, (5) XjVftZsWt 

Mteiftimwbti, r.*Le>os«ftjfe$tt-cv^t:fc«tv><6ijRT/v^A-s OHfieu 
fcR 1 1 ut(d^^-v^^u5 %m<D&mmt lt#j^ $nfc rem ^n-c^ 

Ti<tl« (C,. 4 ) TA*A*j t 6>tbS) tt<(±7i/ 

25 ' Ag (01 -fga (C 2 _ 8 ) TA^y-Y/K ^>-A^4« -C^^tbTVNTt 
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te, 01|XI«-CO-D Dte (1) 7K»S, (2) WMFfLTWCfcJ: 

^7^y (0iJ;tri\ 7* A N— (C,_ 4 ) TA^AT^y, N, N-S^S 
i» (C,. 4 ) 7;^;V7^*^) (3) g&^l-CVN-CtjJ^T/l^^ 

-> {tfik (i) TA-*/H&#as;MMfc «tfe£*t-ci^-tt>J:v>75y (#k T 5; 

5 N-ffijK (C,. 4 ) 7/lWU, N, N-vMSiK (C,_ 4 ) TA^rAT^ 

y, f^U^y, *-a*jj /&if) , />nyy, (c^e) 7;w=^^ 46 
15 (c,. 6 ) 7a^a^*\ (c 3 _ 8 ) v-^ nTA=*e/&£i^ra«&<**L-c 
v*-cfc J:VNv 5 ^-^y u-:=.a s-y^A-^-^y- i, 

>-4— f/v^if) ■csm^tu-cv^'bivMg^ (c,. 6 ) TA-=i*^m, 

10 (i i) xt-O-CH (R 6 ) -OCOR 7 R 6 « (a) zkHf, (b) 

J^*«SC1 - 6<D\Kmt> L< fi^tt^©(Si(Rr/W^/VS (#J> *5VK =c^A\ n 
-7"d1^;K fc*A\ n-^fvK ^y^f;K t-r/^A, n-^>^/V, 

^y-<yf/K ^^v^Afci?) , (c) Aft*»2-6«>E«lt>b<t4^«&R 

<n{mCT)VJr~;vm%WS. (d) ^t3-8©->^D7./^/H (#iJ N v'^n 
15 -0-?vK i/^Aif->/K S/^n^v^^/W/jrif) £tt:U R 7 f± (a) 1 
- 6 <D\&mb U< tt^^^TA^Ag y fA\ ^A, n-^o fc°A s 
4 yy°n f/V, n-^^/K 'fy/fA; sec-T^A, t-:/fvK n-'O'^VK 

y-i>-^/K *^^A&£f) x (b) «*»2 - e <DW.mh L< tt##itfc 

<D(6iftT A<{r=. A£ s ( c ) ^fjf|£ 3 - 8 <D is 9 o T;^M (#1 ^ a 
20 fvK v'^n^dpvvK n^T^A •& if) tt< teS^^tbTV^T t> -tV^T" 
y-Ag (flU ^n^VDjC^ -ho, jg0 (C,_ 4 ) TA^rA, Wdk (C,. 4 ) 

r • a * v * ^ l x v > t t ± v n y =c = a* fc ^ ^./H/«c if) -e mm £ *i 

t^mmm 1 - 3 ©<s»t^^* (ak ^^a % p-^db^vk 7*^^ 

A, v^D/<yf/l/^f;K o^^Ay^Aftif) > (d) ^3**3-8 

-Fo v i&jfo (C x _ 4 ) TA-^r/K (&® (C,. 4 ) TA-3 drv-ft LTV^'b 
J;V^ * =A£ 7 <^Ag# if) •CflHft*nfcU5*» 2-3 CDfj£,=j&7 A^r- 
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7*.~A\ p-hU/K t7fA-f©.^ny>'g : f, = Fp, {&& (C,. 4 ) 7;v 
^S* if) , ( f ) 1-6 ottttfc L < ftAm£<ol&Bk7 

sec-^h^v's t-^h^X ti iV^/V** V> ^y^f/Vt*^ 

*^^/U**^-ftif) x (g) «*3&2-8<01tt«tU<f4^tt^ig;»r 
/V-T-^O^V'g (#)J N 7!JD^v\ y^T^O^v'^^) x (h) #4*8:3- 

>\ I'fv^Zf^ A'* x (i) M3-8©^n7M/l'' (#k 
->*a^yf/K v^n^dr-X'K n ^^A -fc if ) L ;h,T V ^ 

a^V^/U-^ h ->\ v-^ n^^v-vl^ h h^r">\ 

^^n-y , o^^^y/o^'y*^7/V3^^^ot©*^, ( j ) 

^||3-8 0->^p7^ (F'k v'^n-O'^.'K P^#i/;K 9 s9 n 
fc L< tttftSJiTi^i J:v^T 5-/H (0>K /Ma yvl^, 
= fn, ig^ (CJ T/W^K iSft (C x _ 4 ) T/l^a LTV vCfc 

^ y^D^^n^^^^OT^^n^^-glJ^^otO^if) (k) fflfe 

-7 h^v^^/ND^vJl^, ~hn, {£sj& (C x _ 4 ) (C,- 4 ) ^ 

MkLXte. fljjttf, -COOHmot. -COOMe, -COOEt, -C 
OOtBu, -COOPr, tV^D-r/U-^-^rv^ h =^>#/l'7l^K 1 — Or?n^ 
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-fu\f^r=-ti^r-y^ h^rv^yW/K^/K n-zf^V d=^v^ h^v^/U 
5^=.yu, /fy^f!)o^ h /U#"~/K 1- (xhirv^^^pdr^) 

m h3-> ;*7/M*=A-, 1- (Ti?h3-» 3i hdr^/U-7jf-/K 1~ WV/f 

<D±#ftR)fct£ -C, ^yttt^WKHft^f^"^ COO", 

±IER 2 <!rbT«, S-CO-D [5£4\ Dtt (1) *IftS*;fc:f± (2) TjV* 
A-UfttfTkWtm, 7$y, ad^I/, ^ (C 2 _ 6 ) 7A'*,M/Vt^-> (ffiU 
T-feh^-^rv-, f^D^/V^-^^^if) , (C 3 - 8 ) ^07^^^ 

3^>\ ISft (C^e) 7/W3= 3 f-i'*/V#=/Vtdrv' (#J, ^ h A tf'-zl^ 

^v-, a h^r->'*A^yV^-^^7it*) > i&m (C 3 - 8 ) ^07/1^3*^ 
^=.ctd^>- (#J, i/pu^->yv**i/%svtf—j^*'>te}?) , (C,_ 4 ) 
7A-3*V*fcli®ig (C 3 _ 8 ) ^ oT/v=:*V^1ttfc£;h/Ci^-Ct> JivMSSft 
(C x _ 4 ) T^^^r^Sr^-r] -C^^MI^K, *d»T?t*/U#dp->- 

*rA-m, (2) T/K^/V^ (3) TA-=*r~/v£, (4) ^d7^A«, 
(5) TJJ— yV36, (6) T?/W*A*Jte£*tt|*tf btboAS, ^^-e^TA-^r/U 

tnie (i) ©7;^iiLtH:, «*isi~8S«o(SijaT/v^/w3£-cia:«ft 
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M«t©^fixt*ti< < 0iJ£tffc*~/K 7*n.<=./K 

=/K 2-^<^-/K 2-^-^5 : --A^if^fe(f b*L<5o 

HLjffi (4) (D->^Dm;HHtlt ^^3 — 6^0^-^^ nTA 

o ^ df- vvu ft if £S \f % fi § „ 

TK^S, «&£n-C^T*><fc^T5 (#J. 75/, (C^,) TA 

*JVT^S, N, N-i?&m (C,. 4 ) TA-W^JiW . AB^y, {&a (C 

a _ 4 ) 7^^v«, {£0 (C 1 _ 4 )r/^^/^^^S^i:*T♦gm^i^T^^•Ct>cJ:v^ 0 

SulB (5) Wittf-O-^/K y^^AteifCDZ?*. 

15 -A— (C,.,) TA^Aft^ifolf BUfB. (6) (D7D-;HtLT 

tfil.-tfiVNCz^ (#jl N F..C1, Br^i:') . ~hn N g^^tbTV^T t <fc V^T 
75/, N-{£0 (C,_ 4 ) 7/^A7 5/ , N, N-vM£i& (C x _ 
20 4 ) 7/^7 5/^if) , i&m (C,. 4 ) TA3=*--> (#k h*v\ ^h^v" 

a (Cj_ 4 ) 7;^;v (0«k /fvK ^Aft,*?) & £f£-lT LT^-C<b «fcV\, 

25 ^Tkiv^A^A^fcteTA^/i^ (0!k 7 5/ S, ^pfytfc 

(C x _ 4 ) TA = ^^T-fim£ 4 xTV^'b«J;vM£m (C,- 5 ) 7A^^J 
(C 2 _ 5 ) 7/^^l*t*) Wl£L<, HW, (C,_ 5 ) T 
A* A (J; "9 & £ t- < J*. ^A) bv\, 
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**S38£j fcl*3»*5 r^-^njJR^j Ltli, -O-, -S (O) m- [mfiO 
*V^b2(0»*S:*i-] > — N R ' - [R' f47k*JBC^-*fctt(S« (C,_ 4 ) T 
/v*/w**1-] ft if # Wbft> fca»-C<fe-0-as# £ b< ;Bv>feft5 0 

Jb1Ebfc>fcjG»-Ct>, R 3 <bLm -O-, -S (O) m- [ml4 0 Jfevb2 tf> 
^ifc&^-T] *fctt-NR' - [R' ttzfcai&^fcifcttftiR (C^J 7;v^/v 

(C,. 4 ) T/^3^>•S^^^i{^i^5©^r-e^^^^•CV^-c^J:v^^S0 (c x _ 

s ) T^*/u-*fctt«a (c 2 _ s ) r^=.A-a£*^*$»*u<, 

(C,. 5 ) T/w*/v*fc«:i£«& (C^g) 7^3*5/ («fc«9$J*b<»±, a h*^) 
##*bv\ 

(Dt£fr~Qhs j% (I') 




(sc*. r 1 « ( i ) # a ( 2 ) t h ? y y /was* fcf* ( 3 ) 

N— j 
H 

[5£<K i f4-0-*fcU*- S-£^U jfi> = 0, > = S *fc(i> = S (O) 

K:ttifc£*i/rvvCt>«fcVS£j|ft (C,_ 4 ) T/u^-A- tRM3£, # /v*> S,vug, 
^n^>-fc£t?S&£;ftT^Tfc«fcV^jR (C,_ 4 ) T/Udf/Uftif) *fc(4^a 
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5jr*/«CV^>-tf>'|R) «rfl*U R 2 l«-CO-D [xt*. Df4 (l) 7k^gl£fc 
(4 (2) 7A-^/H»^#*ia, 75A Anyy, (C 2 _ 6 ) TA#y-f 

>\s***s m, 7thm fA'c-^^v^if) , i&m (C 3 _ 8 ) 

at h^*>*/Wtff=/v^-df-><tif) , {£& (C 3 _ 8 ) o 
^^A/tf^o:^' (^ij > v-^ n^^v-A^^v^A^^./U-^-df->>^if) x 
<S0 (C,. 4 ) 7;v = ^^ffci±ii (c 3 _ 8 ) *s# vT/u=t*i/-zffi&£tiX^ 

Tiil^ (C,. 4 ) 7VV=»df-«>«r5*-f] ttfo^oI^L, R 3 — O — , 
-S (O) m- Cm»±0<CV>U2<OSEsfi!c*^i-] £fcl4-NR' - [R' fit** 

•Cgm^ttTVN-CtjiVMS^ (C,_ 5 ) TA$rA-£fcf±4&» (C z _ 5 ) TA-fr-A 
m (#*L<f4, ®^ (0,-5) T/U*/U*fcf4ffi« (C,. 6 ) TA=^v'; «fc D 

>'^^#:*fcf4^©|gS^»r^$tL5 b< , A: t) 2 

— h =3rv-— 1 - [ [2 ' - ( 1 H-T- YyV— A- 5— -YA) \f~7 zil=.jV— 4 
— -Y A] ^^X^ 5 :#V— A- 7 -#A/tf;x& [CandesartarO „ 1 — (*> 

9 n^df->'/V^-df-->^7/V^z=./^^-dri>') ^fvU 2— mh^r^— 1— [ [ 2 ' — 
(1H-Th7 y — /I — 5--TA) bT^ai^l — 4— <A] ^A] 'OX^f ^ 
^-/—jV—T—^jVif^i/y—Y CCandesartancilexetil) % fcV?a iVOr**,- 
tf-jV 2-3ihdrv^-l- [ [2' - (lH-f h7y-;l — 5 — TA) b*7 
^=DV- 4 - ^ A] ,*^A] -<>-X^ A- 7-#A#:¥->'7 — hs 2- 

[ [2' - (2, 5-v*k - 1, 2, 4-** 

t^7y-^-3 — r/w) t*7i-A-4-^/v] ^a] ^o-x^ 5: & y — a 

-bfELfc-OX-Y 5: /V»i»#:tt, EP-4 2 5 9 2 1, EP- 

4 5 9 1 36,EP-5 5 3 8 7 9,EP-5 7 8 1 2 5,EP-5 2 04 23, 
EP-668272 * if KlgB^^toflJ^&Xfci-tftK:!* Cfc^rfe^C t*^4 9 



WO 02/074340 



29 



PCT/JP02/02404 



r. t*SpTlSBT?fc5 0 *fCs Candesartan cilexetil SrfflV>5SHH£|±, E 
P -4 5 9 1 3 6iZfm£fttZ.&feteCmm&&m^Z><DtiS£\,\ 

^««ft* h y y ttut 5 ^ h y $ >\ tr y 

15 #TT«^wtfiaoHfSiat) a i i ffifcfc&m\zmKt*#&m. 

w»<»K:j:9iii7kiwifj!e^*jBc:b-cAi i temt&mzmk-rzik&m 

£^5 = a i i^b^©/nK7y^i:Utit a i 
20 ^ 7 gtfS^ 3f;^ /Wb> T 7 ~/Wb. S: y # /U#=/Wt % ( 5 - 

^ h 7 t KD77 =^Wb, t° a y vVW fvWb> fcV< d ^ /V^-dr ?vWk t 
e r t -*7 s ?Mk£fl1t.tt&mti:)£) ; A I I te^b'iH&07j<^g^T->/Wb> 

TA=¥/Wb, - 9 K5iWk**t^b-fr4* ai i temt&mnikmm 

25 # r ± f-A-it. n^f /Wb, ;Wb^ tv* a /wb> -y- * v-^/Wb, 

7-^ y /Wk 7 7=.Mb, i>y 9vwt $ y y ^/^^.^^Mt^tift^m^ 

tl ;AI l^mt^m<D^;^^iyJ^^^^TMt s T ^ Kfl2*^fc-fb** 
A I I *§£t{blN£0 ^^A^^r^vS^^^/Vaix-^yWbx = 

yvWb, ^A-^^v'y f/i/j^r^WL 5S^7 ^ y y ^/v^;*7vWb, if/< 



WO 02/074340 



PCT/JP02/02404 



30 

7# ]) sMo^7vWfc> (5-*3 L /i'-2-3-*y- l, 3->lt^y^-4 
^ f;i<-7 s: WkZntcik&Wite if) ; fefrs. i*i5>o^«itt|^ 

Hf§3§J 1 7 t^ff 1 6 3 1^6 1 9 8 ICIEt ^ilt ^5 i 5 

10 

B. #flfi&«fcO^T (1) 

-*^?A S HI, 7A$ = ^, *X, ■v^V^) N 3{ffi 
20 * if) *Sffiv^e>ixS 0 

#ffi&Mo£F£Liv^#:0iJ£ LTfis 0!l;ttflEI&x -v?**sVJ* 
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t&f p co v ^-fn-efc o x h «t v \ 

xt^hK, u-fVMk. ^7/W>m *5<tt/K*»:2*v^u 

JIM 5?* a*' vfat fi, #j A tf # 2 * v * u 9 o«af a # 
^ ^d>^ n =».'^St rMMtt* TW>-m, k7y>tf) 

mmm h v *^>mt utit 09 2 fe^ l 9 (omommm h y % 

20 3Tt iKi Ltit en a. ify?-**, 7*/— /•^*/-^sfr>&&£ , 

25 m^i^it cak iBjK«*^*>-ikaEi&*([ (m, mmm&i. mwtm*. -?y^- 

jjsi-i,-? J* bUffiSStkVVL [0k '^uflsitiJWVJ* (0k ^k^A->">A N 
3!>ft*A-y'!?A, 7?ftA^^« % WfflfcfrA-'>*A, 
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tyf^/W^, *sa.$W3A' 9 s$^ M&WtAA'S'&J** *M*A'istrA> s 

JMfc-^^V^A, 3^v^v'^ s 7s/^^^<j7A^) , fift 
tb^O/'l OO^Pjl 0 0/0, fr£ L<I41 0/9 0^b7 0/ 3 0 "C % *fc 
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L< f22 5,'7 5^fe 5 5/4 5T-&5 0 

*e>m»*u<»4i/5*>e»5/i, *<b»*b< iii/2^p > 2/iffcs. 

C. £#rt#flM4*K y -v— tcovvf 

m ; ^ y - « - i/T / r <? v Mk^**rA, ; # y r $ y & # y - g iy 

m-£<VB#:te, 7>'fJ»s 7*7? hOVN-ftL-Ct <fcV\ _b1B 

a-kKn# *>Ms fc K » * v' A'* t Kd 3f -> h y >M( 
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JSfctb ttl 0 0/0~4 0/6 0Wt< s 1 0 0/0-5 0/5 0 

_k!S<D?LS£- y m 3 , 0 0 0- 

IS5 0, 0 0 0, SM:L<Mtf&4, 0 0 0-^,4 0, 0 0 0, L<f± 
^ 5 , 0 0 0^3 0, OOOtfcS, #«t£ (fifc^SH^/SWS 

Mt, iBWjKf 1 . 2~$J4. O#0*L<, 5~3. 5i>m 

•^•■T-** 5 1, 110, 000, 707, 000, 354, 000, 189, 00 
0, 1 5 6, 00 0, 9 8, 9 0 0, 6 6, 4 3 7, 3 7, 2 0 0, 1 7, 1 0 
0, 9, 830, 5, 870, 2, 500, 1, 303, 5 0 0W14iI^ 
V I/y^i^ft tt^-'i-v-a y^nv hsT77^— (GPC) 

GPC*7^KF8 04LX2 (BSfpflXtD ^fflU f iffifc tt^ d 
P CH^ICt 0 . 2~$)1. 5ffiFO$£Elrt-e*)5Cl^4:VH\ 

s^i-a- (#^bs6 i-2852i fesvMi7^^-r K^^y K^f©g 
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ytfcfrlb<Df&$i&Rl\,^t!ifflmM-& (Encyclopedic Handbook of Biomaterials and 
Bioengineering PartA : Materials, Volume 2 , Marcel Dekker, Inc. , 19 9 5 

jV 3>'ho-/VK ]) X" (J. Controlled Release) , 4 1#, 2 4 

9-2 5 71, 1 9 9 6^) r t i>X% Z> 0 

CO»i3tfe (0U*.fi£, «^l$bKfilfl^ #§|BS6 1 -2 8 5 2 1 -5§-<k#g#RB,) 

z>m-&m^$n<Dm^& mx.it. wo 9 4/1 5 5 s 7-§-<k##$o -c^at-? 

gfc- ^ i) ^ -.K-mm-a-mZs 0U U > V^Wn^ A (Boehringer 

Ingelheim KG) fab Ttfffi.£tlX\s^Z> tiGOgr^V^ t> <£ V\, 

D. (1) 

f*i#8?t£*K <; - £-^jri- 6 v <Dm&&& xxi^kdm 
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mi 10 %a±, L<ttl)3 0 0 %&,±, £ b L < tiffi 5 0 0 %&Lt 

ftlft^/J'SO , ^#^^k7K^ (#1 'O'-t?^, hAsx-lSs *is\slsm ^ 

mmm, *iwbthy^ s t.*^-:^ y ^:':fcJ:tW^fe<P^£^taLT 
7^^) s ^y^T/W^-ZV, ?dp7*;-/K f^nf-^^DL 

■ct>J:v\ 

^■<7f KMlW^i©!^, WWiCJ:otI/i5^, 

K 0 . 5-^7 0 Trfe 9 x #iJ A tf % 0EJB*ttt!&M ^ K'fetSStt 



WO 02/074340 



PCT/JP02/02404 



37 



~*<J 6 0 S*°/ck U < &m 2 5 0 fi!fi%tf> ba^ms. 

5 7 0 11%, J; <0 & £ L < 1 ~m 6 0 L- < f*,% 2 ~ 

m 5 0lt%Jil^I«tl5. 

* fc, a u * * h (OWt&^fflmm ttti^y -/u*> o V ^3 ^ * / 
SrlB^fcii^ n a ^ ^OJt^fi, — JttWfcfitt 10- 

10 ^19 0 J: «9 £f * L < fit**) 1 5-^85 #38%, Kli^20~ 

20 * l- < n o °c~ 3 o °c-efc 6„ -s &?mn, m%7^mm¥^^ K'i*£ 
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xm^mmmk'S-mts mnm 1^50 £ k> m& l < am 1 5 ~ 4 5 

5 mo. 5 2 0 m% n ± 19 0* l < 1 1 5 #(^0* u < « 
2 ~m 1 0 2>o 

10 M^mmm^^\ 

20 rogR©*ffi#3Mtt, -jtt«fc:ttttttfl«©m«H&i 0, 00 

0 0 (Hgtf>fe3S«T*lOo 

25 T—*>'&nmmi£M (twystM)i?A, ^rryy^thy^A, 7? 
y ^hsmh- h y ? a & if) , * >-&ftmm&m wja-*^*?- v- > y /u tr 

•? Vflifl^^^TVV Of— >'(Tween)S0 N — XTween) 60, Tf7^^'!?^ 
— ft] > t^rv'xf-l/Vtvv'li^ [HC0-60, HCO-50, ^%>T%lJ)VX) 
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# * l < feffi o . 01-10 mm%<Dmmx\ * e> l < f*$j o . o 5 ~~m 

±m<D— flfiTA-a — A-mt U-Cfis Will **S—A's =c*y— /K y(Vzf 

±&<ommst. =wm#£tfi*y =m<ommwt b-ai 0a*.n ^/i^-?-* 
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Bfcifc*!l£ ITtt, 0fl;U3\ h-/K 7* K— :/ K**, r'^zf^m m> 

15 Mttttflltt. ^Hffetilf, «JETW^^*^•-fe/^•pl±^jSll3tu/j^v^ 

^±^K^^7X^^J; «5 1 0°Cii5V^£$5ffl, £<bM#£L<te, 

25 ^a^^i?/l.i^Sg|f^^(-3iL.^, ^Jl 2N?BJ~*&1 6 8 B#Pfl N L 
< mtJ 2 4 B#W~**J 12 0 B#M % L < fi$J 4 8 8#|W~$J 9 6 B#W"C?fe 5„ 

mimjtom&&k ltii mtf* ^«j«f, ^tb»**:tt^v>«t>T? 
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it (dsc) %mw mmMMfti o&fri*2 o^xfrt§Li^tcmz f ®btiz* 

G**#*+#£ / i So #t§M^|a % 1 , 0 0 0 p p m 5fcm, n * U < fi 5 o o 
ppmjfc^, i ^4 U< (i 1 0 0 p pm*StSf ©^iV^ Ufc^o 

#rt##tt#y ^— ©#9*<E#ffl£ (ii^2 o~6 o°cum) &&mt it 

+ 2 0 6 0°C,£?£ L< f*+ 1 0—5 0 < C,J; I 5^U<«0' — 4 0°C, 

£ M-£f£L < 3 0°C S S*>£P]£L<{i-l 0 2 5°CO«*aH 

tc^T-M^^ £ lt^/h-To t^(Dm^mtntm 1 ~ 7 Mp a , 
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/vtfiaoti^S^^ -^b^^i^ffi.^^t LT<£ffl^o<h#£te;i$5# 
2 4 B#P^£?£ LV n. $ fe {CJKj 1 0 1 2 NPM*S»* LV\ 

m#>^, -mit^mmm^^, n&ym* raw, tftais* ±& 

15 Sr^i--o^i/6 s "^#S 0 
(II) *B#«I85 

20 A-Srtffm, H-fb^^r^o tt=T-fe/W<— i >'^Jf*M<*^co^j0. 0 .1~1, 
0 0 OfflK #*U<tt*&0. 0 5~5 0 0ft, WCfft t<l*IS0. 1~200 
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^aws&iitefeu «ff«*t5. *>u<te, utile (i) OTKf«;«kfeTriB*L-yt 

din m«jft2t( 

■fe^«ril«-t-*- ^yX/WiLTIl 0>J*.tf, Z.«Efle.> XA*L, ff*/X;H, 

(iv) 
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± o t t a-^-t- § r <b t>i s o 

5 *ie>«f#t*?W (#k — (Tvreen) 80, HC0-60^O#®St^Js tT/WnV^ 
*&*S^H££ UTJ^J 0 . l~3 00/tmJflL< 0 . 5~150>t mCD&SH, 

$bWf^t<ii^i^e)i o o MmcQtsig-efc'So 

(#k t K *K :£> 7y K frf-W) tw^bT^^IS 

20 Ig^ifi: L-Cfflv>5r i^ttS. 

S^aJSttte-frtttf) 1 H]^7t 19 IXIt 00*. ^tt»J^ i ^ 

25 »0WT?fc5»£\ b < tt> J&A 1 ASfc 0 0 . 0 1 m g ~ 1 0 m g / k g 

10Sfc!) (D^M^iJ<7PS#4«s J#A 1 A M§ <9 $+3; b < fi % It 0 . 0 5 
mg~5 0mg/kgM^iR L<»4j|ftO. lmg~30mg./ 
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tmm ^1x6. 

15 Sfe^ttteBBb-Ct4» a*©^tt«T*ttJi|B<oaftfcJ;?)ift|*jE<SEOte|!fcttrt 
P$J£££ Dfc^-et), T^'¥^>'^>'II©**€>i*«C3fc|Sllfli»'t»a*4feffl 

25 Jfcif^Jf feixSo 

±s ^'C^^iaf^ojfiLtt^^lStt'L^^ 'frlBHS, i^L^ >F 

sear, «i, '^tta**w s aajfiLtfiw (ii^ttjBjktfi**, — iaffiiaiftjk 



WO 02/074340 



PCT/JP02/02404 



46 



*&mm<DW&&*xm&& mm&m, *m&m, $%mw, B^^m^mm 
?t, *mn> mwt*i&&m& mftm&mm&s mmm&mm. mmm&ttmm. 

F*9&«ft«BW#. rtrtU3Et£?*tK *©f&tf>«SM&3B£J& (ft 

ttsiMtjfiL&fc tom&amimnm. mm^mmmtm, mm^sk^^^ 

t£if) % SfcSMS, fBtftK#. *WRW*, 'T£r*m^ RMffi^. ^tfcHW* 

20 tfcfi, fttt&A X/vfrk,, T^^-sifeWmtet*) s ffcSEtfc£JSi CM 

^ttMSfiifc, y fr^^lWMKlft, #JK&«a>Htt& ; • ; MBS 
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5 timttz) s mxmm, mm m&m&m. m^v>^au m<w (&l m 

ft if) asfcif) , (Tv^yv 

tt^SfeaMft^) s »Af*£A <3E¥»II*#, ^S4>«, «F*iIJU£, 
10 AMt&A* tt*!feffi*^) , WSt • *W*ttH:?-K: «t &&A (&*ttftl* 

itJJt Sr*WW t» * a. r <d «fc 5 ft &tttMB:*s J: t>*£SfEffl opt $ * fete JlSt t L X 

25 «/j>«ai^ if) % «ukJSBapgo»«, -r y >-asstt<o{ST, % 

oM, fijfiL^.f6*fg(D7txis Jh.«Btt«oJb#ja: if ) „ tf 580^1^ h*^' 

(PDGF, VEGF, FGF, — a — TNF- a , MCP-1 & if) CDS^*5«fcWffl 
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t^Ci^ffeo, «K»WilKSli%IIIIC^itS (Hepatology 
1994;19:595-601) r. t (bilX& <0 , «JX-(±, ^tflJjfoiS+fcg&fifcfflfc 

v'U-^-fe^/K # V-rlr/W^ftif) {4, HGF (Hepatocyte Growth 
Factor : JFFffflJ]Sifi?i£Em S£{£iiK:*$JT?fc3 i t tmn&tl. ffF#£*3 «fc U< 

ftm&*-+z4k'&M(D&^ ifwf&i^iLtii, Ty^try^imfct 



WO 02/074340 



49 



PCT/JP02/02404 



*fc, ^ftilWjigfCf&TIK*^*^ W'^fn-AigTI, HMG-Co Ait 
tuSN^ (3-hydroxy-3-methylglutaryl coenzyme A reductase) RUt^Hx -< is is a. 

v ist&&imm&. -wmmifemm. ^mmm. mmmmmmmm. hudikmbi 
itemtmnrnfflk i.x&$-&tixh£<, $.-tt>&miz.&<ow.mwm\k i^x^m 

I'— h» C#J. * n 7 ^ y h , -O'lf -7 4 zf\s — h v i^iA7/f 7"n , 
=. = 7- i'BK *r Off 2gffc.io «fc t/mf4E C0>K T V y V * *3 J; T/^n ^ = -yv) , 

ufa&m nb-5 9 8&£.xm*ti&w*} tmifbtiz. 
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Mteti , mmm wu ?ot^ k (^v-^*) % ^^0/7^ h> (7/^ 

•S^^^U^V, Ii7^t^P>\ fe«kt^j3^ifm, CafSttjUfcif ; 

(nTj/Uhn— ./V) 4$) „ tejjvl/* (#!k i^Fn^y, a: 

- h it if) * * ^7 5^4? V E2, 7 stSRfcfrto (#J, 7 h y r? , 

#7^^^^ (BMP) N Hm^ffli^tiJiS^ (FGF) N jfo./h«E&3feitl»H 
^ (PDGF) N ^ V^ftH-T" (TGF-J3) x 4>XV>m 

I&&m^—1RV<2 (IGF-1, -2) , SiJ¥^*/^>' (PTH) , 3- 
d s/^tBH^EP-A 1 -3 7 6 1 9 7-§-45tfR, EP-A l-46 04 8 8f 
^iOTP-A 1 - 7 1 9 7 8 2 #^*R1BitO<k'fr* (#!k 
(2R. 4S)-(-)-N-[4- (diethoxyphosphorylmethyl)phenyl]-l, 2, 4, 5~tetrahydro-4- 
methyl-7, 8-methylenedioxy-5-oxo-3-benzothiepin-2-carboxamide^) if ; 

V >m, //Ua/M, ^ y Ai/;V 3 y, 77^r/S, 

SHffr&4& C8U ^/v^^jJ-v#] , 5 Cflik 75 / worn , 

Bl, B2, B6, B12, (*M N M*&ff*/«^6">' Cf^J> T^-fr* * ^ * s 
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i • +~mmmm^mm^mm mmn cm, t *y $ (vy ^ 

wftMAm&Tfflbmm ■ imwmm k) , wa^o h y 

10 ; 

f x a la*»J^<o^;JfiL/^^Ea|/jifeoet^:S:«Blll^v^e>4^s ; 

HMG-Co A»5cMiiLM : % 7hn/^^fy, ^9 

(+) - 3R, 5S-7- [4- (4— -7}Vjru-? a^~)V) - § -J V^fu \? }V 

20 -2- (N-y "f-ixs— N-y ^y^A*=/u7? y) t°y v7>--5-Y;v] - 

3, (E) — NT'f^if; 

^hn» , ry-fe-$ k c^-rr-h) 3 , vmm w. acei«i, (^u- 

./V^!7^, 17^7 r l> >-.*^>7A (17 — ^ 7- V >) , ifa-f^SH^X a P£#^ 
A, !>ndff- If] , $tj|iL/jN8a& C0!k T^t*y^, ^U7-f > M°=7^/n (TV 
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%/xi?st? y — /V (:7*U* — /W) , GPIIb/IIIa*S#t3K (ua-^n) ] fc^ 
MifiLW^m : =7!^, ^^T-t*^, ^n^yk, SfMfMHKU^ 2f 
^fiiMX : t«A TP-Kffi BR □ HI. Na -H3*tfeRR«Flg % ^ > Kir y 
5 MX. ^nx>>'>^^^^ 

#CT Is/lstf—m : t * * $ >m (0!k W n /V7 * =. 9 5: if] , 

10 h7 = 7^h, K, 3IMt5;77-^i/-, b7^W^ 

!&ftMm&£t*z:<Di&<Dmmmmti: if 
is * >■ y > -mas j;^ojm©»tttt.igi** <^ 

>\ i£S£ u- y ^ ftsst ^ o /u-r v? / if) ] & ^ 

T ^fv-y >"fc£f) , fc*9HK&ffJ (t/U77^J, ^fiM7fi8*k tt*>f , 
25 &m*&hW*\ (vt^^m, M^nyyy*^©AWJi) teiflteif 

^(omiz.tftmffim (^>*^k-a^^) % fty ^^-m^if 

£ bl-f^ ifc#:*5fe<D#m@^*^:tt<eOiS^2»A(-i (#J> HGF, VEGF 
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/bv^#£\ &mm&~^v&i&&mm^m&\,xk£.\<^K ±t&<DMM&mm 

E. ^MIICO^X (2) 

3{ffi (#k fgfc, T/U-=-=*J*, -?rl/$^m , 41 (0J % *X^) ft^CD^-^ 

xmi<^xb£\<\ r&m&mfc&M] n&&7k&z>\,^±fagk7k&mi.x^x 

L^=Br##J<i: L-T^ ^Jx.«Mib\ -^-r^v^A 
f&fa co v >-f tix* fe o T J: v \ 
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A-aK^tt (#k £*g£, Mitts fttt, /nW^, 8Hft % Mtt, ^^p^H, 

=c^->m, j^y/utt, ^7^=^>t, #7v>-mm) *3£tpmm$t2te\,^i, 
5 A-tt> * o h >tt, y ^ d h >tt#) if*sffl v e>^5„ 

i^m ^ny», =^*»u ^^/vtt, T> t°>-^ tf^y^tt^) *s=t 

io HgJKi^ h y tf/M^ttt LXfis ^J;iHriB*# 2 ft^ b 9 ot&fp^l^^ h y # 
;v^>-tt hy^/w^M, i,2 ( 3-^> b^;v#y^) ftif^fflv> 

15 >-=m, w*m> *x->-&m&mft>tiZo 

< ^±^^^2ftv^L.9(D^^ ; ey^/^•7i-c>'^-efooo IBESJI?*A'jK^tt©#lc 
^#i£tt<b b-Cf±, ^U>t«gcA#tts -^y^/vtt, 7*y-/^A-*>ttft^ 

20 ^fflV^PjtbOo 
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*"*&j}A'*sVJ* s *LBt# A"> £ A , 

>'*i*> *fb^^v'^A x 3^^->!)A v ^yffc-^^S/^^) , fifc 

MJT^VC'A, ^^gfc-r^^A, //UaylK 
*fe£«lttHK£<&ilL C#!k ^B^yfti (#K Ift^ffc, Hfb$*. 3 9 fcm. 7y 
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^?t4^y ^-0«SF«C-Cfc6^ Ar^iSF* U^.#* Ll^Mt UCtt,Jfc«Mc, 
$£^f4£f* L < fiJj&O. l~^80mM, $ L < I4**J0. 5~jj$60mM, b 

nmk*m^x^j *v%7^Ab\,xw&-$-z>%&, &&ffi&m & 
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m&te&mxmmmf$.%)±mm^tt u&o. osm*%^±s l < }*^o. 05 
5 m-mi—msmmxh <o , & e>ic#f * l < &mo. mm~mmmx$> % a 

&®<o h <d iztt^m 6 0 %£kT^tP»m & ftx v > 5 r t mj-g. b < „ $ e> b 

*fc^f uo. osraisHNN «f* l < «:o. 03a*%tiT. £ t> b < tto. oim*% 

tbt^mmm^n b-t , r&^-^F^j ^m$ttfcm^*^#j-^ 

t^in vitro{C*5*t5imi^AS*>5. InvivotC*5lto«5»lfiS[ttlWai«fett. «*fc 

M4»©IK«»ai*-i*MftlllT1H«f (AUC) |c^fo> S#«-£#IW<aAue<B#J£- 
4»^tc^#^5||l4ft*i:S#3K«>*A»€>l(EaibT*«>5^fefc*)5. In vitrofc 

25 M(cfflv>^^tt@^Emm^^*{-^*^n^^*-ei^b-c*^6c <t t 

mm, HEPES, ^ii^BfcBIW^^^fcs) Srffl^o^: £/5S#?£bV\ *fcBfc(Efett|W 
IftjSJK^tCfia^OJILffiJSt^pJ (Tween20, Tween 80, T'/I/Dny^l, SDS, ^) 
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ro#2 4B#ra©t#KttiB#ra£iF*3, mammal mm<nk%\*o. 2-0. 5 

BSlt, *fe»U»!IBJ^l BS*t?fo5o 
f. rt£&jRteov>-c 

M^©#*UV\&#0!l£ L-Ctt, 

jvisi/m mtts mm. mm, /nwy®, mm, *ml ^n^i^ 

^7/v=f^> ^UvWO *s±W*»2*vnu 
v» (#1 ^v>m. ifiv^Mk, 7^t°>#, t7D^) *5i 
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5 fcey £ u-cit flij^tf^ y =— A-ift, -y y -t y ^5$, >-gg, y 

10 jjsffiv^&ih/fco 

ttft, Aoyy ?ym. mm, ^m, a **) > mmsst (m. 
mm, mm, ^*^r^m , iteKte^auittf 

mm t aym. m, mism* (w, spzwtms, mmm&, 

%me&. m*ms&m , *#mm&&. m, &&mwtw&, f-y 

^yR*^^^; i'a^S*/!/^^, WEfklJJW&J** W&jJtW&Jxs 
J*, $kftr?if*^*7&, 3V<k-*r-y**y$J» y 7^tr^f^f) % ft 
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®^^^>">A, fL$h?-^v"?i^ ?^yiv^->^A, ^aytt-v 

&«»Kb*& (flu iwbiE», MMb«u mix^s*?^ mi-***^-*^ m 

S^7-fef;P7-fe hi — K #A^?A7tf^7-feh^ — K ^^'/^A7 
ir^A-T-ir hi— HSs*$fflv^b*t, J: >3 b< ttftlftigia*fc»4/'*J itfflMb 

£*& ftiftiEfi&isiViWbffi^d^feaitfns ia*>5vMi2a^«a^ 

-2 2 1 4 2 0-^-^^f5«c^&fe6VN{i^n^JpCfc^T*M5ti-or btf 

Ktt^astt^jt^A i i Sr^b-a^-e& b< it&m&m at 
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G. HJfiCO^ (2) 

*i*t5 r. i: ft if tc ct •? »3Sf * - t ^"C# o D 

^y^-*«k*3ttt«^ic«-i-*«B»*r4, <D&mz£ vmm 

3vK BH*:/?vHj0 N ^JfegSHbic* (m, s<>^>\ HA-xy, **s\sism % 
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U < f±&J 1~»6 0 Sfi%. #kl£F£ L < te*<J 2 5 0 fi*%7i»^jljmS 0 

LTfflV^c:fe§-g\ 0 . 5 ~m 7 0fi*%, J; <9 L < ttifi 1 ~#J 

6 0 m*%, #(-0* b < ttW 2 5 0 fifl;%7&> fc»f#h,-3„ 

m 9 s &m%. «t •? * l <iii)2o 9 5 vm%, m^m-t. l < 3 o ~ 
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Oo 

»jW4rBife*-f-5fe«>Oft!!ai*WJtt 0 . 1 ~ 2 0 B#F^ N £?g L < 0 . 5 ~ 1 0 
15 mmx&% 0 

1-^50 j: <? l < 1 5 ~m 4 5 
. 25 ^tb<fiiii2o~^4oit%-c\ {tii^, g>m±m 9^0. 

5~^2 0 24%, «k •? L < ttW 1~»15 ®*%, L < teffi 2 ~ 

m i oif%ffe6 e 
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(I) 

±IB^fe-C#bn^:^--<^ Ktt£»?Ste*&jr #0&JiS *5J:tf£fc 
U O /W (Tktl) 4>5VM4S(IS1S) /O («J*B) /W (**B) 

5 0 Z(Dm<D*.ftfcmz, -^iciiiftli^t^iMio, oo off, «t 
•3 b < ftftft 5 fg~#*J 5 , 0 0 0 fgK 4$mflp£ L < nffi 1 0 2, 0 0 0 

7i>!) /nfcifc-*- h y ? if) , #m ^ttirajsH**!! (flu # y a-* <>^^ w 

>yA¥*>m$H&=-*>Tsl' Vyj — ^(Tween)S(K 3>>f — >(Tween) 60, 7f7 
*±] > JsK'J ***>:n^l^t^5/Jfc»i*fl£ CHCO-60, HCO-50, Bft'Jr 

?*A'X] &ir) N #y t^n^n y k>\ *?y tf=/vr^=— a-, */u*Sf-> 

£ LTIt t < 0 . 0 1 1 0 fiA%OiSfflT% * <b K£F£ L 
< f±$) 0 . 0 5 5 fi£%tf>$BfflTMSV>fe*L5 0 
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±m<D&ffiT;\'=t~;imb LTte,#J:ite\ if V ir V y^O~«7;^- AM. 

JhfB<z>— mrj^=i—. A-mt tttt, #j;ik£, y*y — /v^ zn.^/— a-, ^yy 
io ±M<D'immt ttii, 09*.tf, 77 kv*-*, jitf-*, 2- 

_bi5<Dm»^> ^tt£>t^*#£ ltwu 0y*.tf* ^^t? 

20 =¥->'^f*UV\ 

citb^ K7kte<Dmmms£.m&m.7}<i<nmmi£<Dfo 1/50 
D ^ u— « - & ^ v n-ch^s u & # bmm&m&mm £ o 
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= 9— y^^fco^^^^K^i'^^vN^nSo &^T"k N y^s^ 
V\, $f*L<(i, 1 0 ~ 2 0 t©#?£M©^Tt, ^H^miff-e* 

o 0 i<9^*b<^ ^p^^f^u ^~-<Dtpm&jfy xmmwjgfrbzti*. 

-gEfiJLLf M,£;tf7 xlsfcmM «t ^10 e CiiSv^&e£«£B, $ fo b < « N <f» 

So 

< fi^J 2 4 B#ra~*& 12 0 B*M S b < 4 8 H#|HJ-Hto 9 6 flSWCifc 5 . 

mmmm^mtLXit, mz.it. mm. mmw. &®w*tzte*A>"pX' 
tfttawt»T?»iaft*i-s***s»* bv\ 
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(id m^mm 

io iitf^o, ttart/K-j'B >-^Jfijftffi#:grco^ o . oi~^i, ooo 

b < f*$J 0 . 0 5~fi5 0 0 Arte.*? * L < f±^I 0 . 1~|<I2 0 0§ 

20 3W4atsri»*u, ffim&m-rzo *>l<i*, mis (d coTK^^&^ia^bfc^- 

25 £5 e 



WO 02/074340 



PCT/JP02/02404 



68 



r.Jh,«r#1ft*!l (Ms y^ — ls (Tween) 80, HCO-604£<DMigte3!l x t7A'nyi 

T$J 0 . 1 ~ 3 0 0 /* m N * b < Iftffi 0 . 5 ~ 1 5 0 m mO$£S N & btC/[f* 
L-< t4^Jl~ 1 0 0 m miOtSHT'fcSo 

15 nm^Mm^i-^m, •ff^mxwffi-tttm, isxztzfttb&m&'S-fr&tz 

25 #JO. 0 1mg~|1)lOmg/kgfrI©|£i, £ L< 0. 0 5m 

g 5mg/kg wm<n%mfrhm , M.m&^ b&x%%> 0 

0 5mg~5 0mg/kgj$l©ISi> £ L < Myft 0 . lmg~30m 
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^mm^ MMtciEk lA^miia, ^itnm^n (m, 4^ 
6 ^ &<t*) tc 1 0*. Kt44igttw©»^t, me. it 

^4*^^*5 «tt^ 5 ojfiLttSr^tflSteW^ 'frJSSE* ^L^> ^ 
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mw<o&¥6*s£xm*km omsm, nwmm. amtk^mmm 
n, mifcffi. mmffivk-g-wm mmm&mmm, mBLm&itm, tsmm&w&m 

«r*tf»JWB5fl2ffi aaMRRfl2£. MMH*fb& if) , 

jfeWlEff, <wh> GUftSMMt&j&fl^ ^fyhm MibMrt 

§&Pt#, ^-<^^^««ojiiL*wM* • toe**, &m&(ofcimmm • iSiJftuE • 

&je, &wm*&~ ftfcmmmm, ffijhjBEtt:?* »k j £<Dm<Dmm&%km& m 
ntmjh&ms mm&mmmm^ wmm«m<b&* mm^m^ikm^ 

#if) , MIS, IB«I*#> £Nim. R»g!K % -Ttfcl*** 

JtfcUB, *»4*^A (5o*h, XAsfrAsy TAsa—AsQ&m.'kZ) „' CM 

m&ffiffi&, v v^mwm. *mm<ovm9k ■, mm • n-m&<o&&. mm 

*?©&a£t&»0iA ; fltJBfcj* ; i^lEttlSj^A ; mm. K— 
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5 . mmmm. mm <m&m&a* rn^v^m. m<w («, w, '» 

/.et*) tt& t*) , «t v^riw* o mmn, 3K<o*£f^ ftfrwmm (r^y>- 

ttfl&feffifcif) v »A»«IA (JE¥»II«*, 

(^p^r k, jkipffi, fae^if)-, iS^iSjfiLffi, mm&mtjm, mm 

25 jib, «k/jN«**if) > jiajfiL^isnoRE*. ^ y >-i«gtt<offiTs * 

msk^mm<om^. faMft,m<»±g-te¥) , ±ims^ 

"^W hWV (PDGF, VEGF, FGF, — n — dr>\ TNF-a, MCP-1 ft if) C7)jg 
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fori^Pli-CfcOo A3tl^mM^H»«m^#%i--5 (Hepatology 
1994;19:595-601) £ 3&S$n k*VC*3 !> , ^W"Ctt, — JfcOjflL?K«£*£ SrS&Kfr 

ik^k^x<DT>**T>->>-imfcftm*^i- »t, ^v^/w 

^> S-'U-dfiT^vK *yfW^<!f) tt % HGF (Hepatocyte Growth 
Factor : fFUBJttliWfKB?) fc£ffii»l£*3Jn?*>ar. «b llf ?5£*3 «k T>* 

S-fk^-flfe 0WMd, ^vfW^ Vu-aM?5vK #>f*iM^ tf>jk?# 
fi«ra*>i*-3tf!:*fl«r-t-5 £. £ J: 9 , JKSaM^JKJfii*!**©^ • 
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3 *IJ^ ft j£»J m P #J) £r#ffl L -C fc J: V \ 

-€:©fl&Oj|gSC<gT^*fcfi=3 Wn- /KST*, HMG-Co Ail 
7V,W£$g (3-hydroxy-3-methylglutaryl coenzyme A reductase) Z^' is ;*. 

m&mftmmz^ts>m<D&n!$ftkmz&m£frxh£<s ^<dm& x zti<b<D 
p mm tLx^^nxhx<, * tc&m m «t y mmm tu^i 

<DMWiXlSi-$-&frXi>£\,\ z<DW,&<DnsmteM.?>-&ttj$$-te, Mt(i7^/ 

*isy—vfB.mm nb-5 9 %i$£Tjmmk'&mmi &m-ft>ftz> 0 
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5 ^if] % Ca ftifam tMs TAn^^iif) *5 ±V j3 S##SKrX>&: ^ ; 

15 #jfm^^^ (bmp) % mmmmmMm^r (fgf) % jh/h&A&ttftts 

(PDGF) \ h7^7*-$y/jsfcftBf (TGF-J3) , ^V7,!)yl 
^B^~1W2 (IGF-1, -2) % WlWRfSL*'^^ (PTH) % 3- 

n y^tam-^mEP-A 1-37519 7 ep-a 1 -4 6 0 4 s s# 

<k#:fc«fcT*E P-A 1 - 7 1 9 7 8 2 #^«|B«t«MtS-Mij (#!k 
20 (2R. 4S)-(-)-N-[4- (diethoxyphosphorylmethyl)phenyl]-l, 2, 4, 5-tetrahydro-4- 
methyl-7, 8-methylenedioxy-5-oxo-3-benzothiepin-2-carboxamide^) 7^ if ; 

y i-'M, ^3^, ->v y 9*7- >■, ^v/i/ay, 77^ y vs, 

25 -Y^y^ft^; 

Bl, B2, B6, B12, C^O % BW&Jt*/^^ Cflk 5/ >\ ^ :/>^) % 
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HMG-Co Aa5c»5»Ra#ai : -ty^^^^-^ Thn/^^fy, 

( + ) - 3R, 5S-7- [4- (4-7;^n7x=;V) - 6 -- f y ^ n fc°A 
-2- (N - ^ f/V- N - ^ y X^*=;UT § y ) 5 — fA] - 

3, 5 -v?fc (E) -^^Vgjfe^^ ; 

« teW^f&SBH : #JKH CfcK 7ftS K (7->y^) , ^y^=K (A 
^4ny) . ry±* K ] , fejEX (0>J> ACERW, (^u 

jfa.^^BSf&^^ : jfiL^^paihH c^j N A/N'yyt h y da, ~^<y v# 

Ai/r>A, 7;l/7 7!J>'7J^v'7A (7-7 7!)^) , jfolfcWHH^X a |fi#Hg 
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i-n^^^ (^^- /u) , GPIIb/IIIafetam (w^^n) ] &£f 

mshL^umm :=-7~w^, vj^t-vj*, =37^, eHmftyft^ 
5 mm, vuT^^mmttz 

>K**vVftif] , ^rc'f K5W [0»J, ^if-^j/V&if) ft if 
10 h?^7^h, ^t$/77-y>V-, h7^m», 

titfrmm*3 i. w oflfcottJft»ag if 
15 y>m&£w 0>m<Dmm*mmmtet* 

/u, 31-7- >• h&f^ h^TDV • "g-^rn^ h ^ vvi"— A ft if) % &&&& 

7"nkyy, nr-Sr-frit if) ] ft if 

n/Wi?y W«iiif) % ft&StJfcflSA/ (SmV a-7oHJ 
>\ U- y >\ n A ~e i? 7 ^7fe if) ] if 

7^^7!) Vfcif) , -fk^^'J (f/U7r», ^fiMTtSflK Jfi^A^Jftif) , 
25 ^4fe^«J«lj« (!7^*->«, 5fe^^D"7*y W£ if 0«§¥#J!iS) fciflfctf 

$ fefcitt, £fl^3fe©#«H^*fctt*©fcte^Afc «t Sf&SS? (#1, HGF, VEGF 
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B^BXiliA'to £ S'J -5 ^ f±BH»te»*^- 5 r £ a*-? * 5 „ Xfe * tc|g 

###U i 

2 h^rv-- 1 - [ [2' - (lH-r" t*7x^- 

to) o.l g &mm*St&teffl& (^DD^y/^y-A- 7/3) 

















3mL 




219. 51 


49. 8mg 


0. 5mL 




214. 46 


48. 7mg 


0. 5mL 



20 mmm i 

2gt msm& 2 ivzm (M^mmnmm 0. 996 g t z # u ?lh cm 

»¥*^^ft 14,500, ?D7t«X^) 3.67 g &$^nn;rf*V 7. 5 ml <b ^ 

. * J —j\> 3. 5 ml t \^ tzMmz.m& U 2 B#|JIJM-Ctg £ 5 tt^- 
fcJS?£Sr#fc.o z.toWfott** 15 C C tePflib-cfc^fc. 0. ifi*%#L> t^/vr 
25 800 ml tf^&AU * — t?>§J*^r * df-f— 7, 000 rpm 
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26. 6%-C'fcofCo 
*«£01J2 

lb<£-*&A 2 g £ gt3*3£& 2 tK?P^ (3fi3^*BSlXDI«!) 0. 757 g t mtmm (TYPE 

10 vfo^^XUSS!) 0. 277g J> (It^^i 14, 500, faftfrESglS**!) 

3. 64 g & ^ u cr >- 7. 5 ml £ ^ * / —A 3. 5 ml t iZ&ffi bfc^^iC^P 

#fc 0 W £ n ^^•feA ^-^O'fb^A^A^HlOl. 9%T\ ^ a j^-teA-* 
Ote-g-#>A"a-J;te25. 9%T*fcofc 0 

15 

\\L^mk 2 g^miEia (ftftm&xmm 0.996 s t^im-^v s-^t* 

(?Li/^l)3-/^ 75/25 % 10,600, fP^M 

3 g^nn^^y 7 mltp<^/-/U 3 ml t K&ft L/t*»KlSS 
20 flnb#J— tt»»4r#fc. Z.tl&¥&L±\Z.*£&m5 cmORJgfc&lKEU M.T*16B# 

-C#f^$fc^<7)5*>03.6 gt-r>'= h— /V0.4 g Lfc^ i?xy h5/V 
3SB (A-0JET, -ZJislstiam) SrfflV\ ^ffi2 kg/cm 2 -e^#:^LT2p^ 
^21mmO#[^Sr#fe 0 «k«[-?1 a ^k^*5A'&*tt29. l%-?&ofd 0 

25 

m 1 , 2 "C# fcftfc^ * a # ^ir./U 25 mg It 0. 15 ml (O&W&k (5 mg O 
.t7A'^^r^^^./U-ferAD— h V 1 mg <DtfV y/W<— h 80, 50 mg O 

- h — /HfirjK«?Jc 1 ml L7t#£) tc^»LT7 3itt*IH4 SD^ y h©f 
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5 ^-f* n*^-fe/VjftTIS:-^«OflS^*b03P^a8#flp (n=2 - 3) 





i 




2JIt& 


3i®^ 


4i!*£ 


^MM l 


90. 0% 


70. 3% 


52. 7% 


40. 4% 


22. 2% 


mm 2 


96.6% 


83. 0% 


56.3% 


24. 1% 


10. 8% 



M&m i 

2-^h=^>-l- [ [2 ' - (lH-rh7/-/V-5-^A) \f7s.=.;V- 

io 2.o g *3«kV9Lie-^y (?L^/^y 75/25 

> 8, 700,.f&3fejtt3dl!ft»D 3.97 g% n D * * > 12. 75 

ml s J — )V 2.25 mlfcit^fflFiftO. 136mLO^S^{C^JP U> *at*— IftlBi: 5 
&#L-"C«»8E4rWfc:. w<75!^^<Sr^at» 18°C l£«fflSLT*5i\fc: o.lli*^ 
V t^^T/un-yWXM 800ml tCSAt, ^-t'yl^^t-Jrffi^, 
15 7, 000 rpm-eS,. y O/W3i-vVl--^- s^b L7c 0 - OS/0/Wx-7;l/-> a VSrtlf 
3W#tt^oo^^y, p«^y-^*sJ:t«H»Sr#«**s #y^-£H 

fts-a-fctfe* m>b&mm%:m\,^x 3, ooo rpmx«ffiM^tc B zfi&wxmm*.KL&ik 

20 {il00%-CfeofCo 
ittft^ij2 

•fk-g-^A 2.o g N mim.m cezMk^xmsi) 0.37 g *5j:t/fL»-^y =- 

(?Lift/^y a— /Hft 75/25 (*/U%) % ITO^t 8,700, fP 
25 ^illM) 3 .6g&S>* hp 12.75 ml , ^ * / — /U 2. 25 ml*5«t tffj: 

MI0. 136mLCO»^^DL., 0 MW K^Wi £ '#fc 0 lOjg 

ttSrf* 18°C [cMLtfcv^ 0.1 M% *y^;P7;^-^7Xii 800 
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ml <N-£AU ^-fyI^^t^^fflV\ 7,000 rpin-eO/Wx-7Av'3 

3, 000 rpmT*«* LfCo Cl4x&#^©7M£#M, £ bKitu>#g|£<HfV\ &ME 
5 M4^&Sfe^bfc 0 ffiM&thtcvt ? u$-f±/\,n-^>~ h— A-0.8g&?£$Pbfc 

•t^o-fb-g-^A^ItA^tem 5%X\ ? n # t^u/V /u ^ ft; 

10 JfciiS^J 3 

it&mh 1.5 g N ®?<mM£& (eTk^xm^) 0.27s g *5j;i^?Lm-^y =»— 

;i>Wt&m-&W (%m/^V /ugft 75/25 , S*^^* 10,500, 

fP3tl^X^M) 2. 7g&^ p n ^ * V 11. 25 ml , 69 ml*5 «fct/B; 

15 fRSr^* 18^C {OJMfib-Cte^fc 0. 1 M% #y lf=AT^=t— -McJ&JS 800 
ml 'Wc&AU * — fcT^SUfc^S =¥^— 7,000 rpm-eO/W^^r/V^a 

bfc„ ^^O/W^tr/Uv-a >^^M-C*3B#F B 1jt^UTv ^ o D * * >\ .?< * 

3, 000 rpmT?Jt^ Ufc„ £;fr*rWtJTO«*K:£'fMk £ feKi»to#««:fTV\ &MI 
20 m«^4P)t&-J5fe^Ufc. to&&ixfc-vr * n^-tr/Mi^rV- h— /wo. 8g4r|&S¥bfc 

*"^<D<ffr£4&A<??£tA^f±93. 1%T\ ^ P^T'-fe/l.v *'^^— /v*&*+0>ffc; 
^A^ftl426. 8%-efcofe 0 

25 Hife^J 4 

te-^A 2. o g *s it^fL^-^y =— A-ttsfca-g-fls: (ajft/^y a-^s 75/25 

, fifi^^S 8.700, fP^mxm^) 3 . 9 7gt^OD^^ 
^ 12.75 ml, p< ^y— A- 2.25 ml*? £t*flMft0. 136mLWjfi*K{CUSJP 
iit9l#lTi«#t. 18TC Kl»bT*5Wc30mM 
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TOffis&ssflno. 1 a*% tfv xf-frTfr^— Afomm soo mi ^icsal, 

=¥f— £J3V\ 7,000 rpmT*S/0/W^^^v^3 Lfc 0 r<DS 
/O/Wxv/l/V a V &m%X*mr<g\Wft IT S?* n n ^ * > \ * y — /u*5 <fc t>* 

mwt&nmzit, ^y-^-^@^$*^#, ^<Lv#iM£ffl^T3, ooo rpmritii 

#:7°ir/V^<ZMb^AO^A5£{±94. 9%X-feofc 0 
HJStfiJ 5 

10 {k&Wh 2. 0 g , (67K^X||^) 0.37 g *3ctt^fLlt-^y =— 

/V^*fil^ (?L^/i/y =>-At 75/25 , M^^fi 8,700, 

ytfabMUMM) 3 . 6g^>V D C2 ^ ^ >- 12. 75 ml s / — ;V 2. 25 ml*5 =tt>^ 
g£0. 136mL<^^)^P U MU.X-^Mt 3 LT^-ft^£&#*: 0 C<D^ 
V&$r^#> 18°C {CpfifiLTrfcV^c lOmMg^M&^PO. 1 #JJ lf=;V7^3 

15 — /Mcjfctt 800 ml if|;aAL N ^ — f^M^^E-^df-ih—SrfflV^, 7,000 rpn)-eO 

25 -fk-a^A 2.0 g , mtw& (&yk^mnmm 0.37 g &&TWLgst-yv =»— 

/Hft**^f*: (%Wt/?V a— /Vflfc 75/25 (■=E-^%) , 8, 700 % fp 

5fe^fi^X|ii5l) 3 . 6g^^'^ nn>^ >' 12. 75 ml , ^ ^ / 1 — )V 2. 25 ml*5 it>*^ 

Ko.i36mL<z>a*s»cay!jpL % m-c— ifttet 5*#tt«-)i»«[*»fc, 

m&^ft 18°C {C^LT^BV^ 30mM@^MMr a ^PO. 1 fifi% /KU tf^/WT/U a 
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— AsfofflS. 800 ml tCaAt, 9 — O-S!**? =*-f— */BV\ 7, 000 rpm-CO 

&ffi^T3,000rpnfCil&*Lfc o C^St^^Kt^M, £ K^C^Itli&fT 
5 V\ %ttgR4fe«E«rftsj*Lft:. JlMISJxfc^-f * a * ^-fe/Wi^ V= h-A-0. 8g& 

^ofb-g^A-^-ftf^e. 6%-efoofc 0 

10 ^^!|7 

Ib^A 1.6g, Kfcffift (fiTk^^XUti) 0.278 g *5«tt;?Llft-^y =- 
/V^fefil^ft: (W^U 75/25 , fiAWlSH 1 * 10,500, 

f0^:Mmx||®J) 2.7g£^*nn^*V 11.25 ml N * * y — /W. 69 ml*5«fcU<ft 

15 t&&^#> i8°c \z.vm\^x^tz zorMgmm&mn\oA m&%#v \£~>vt>^ 

— 800 ml tCSAU ^ — tf^M*-=E"5 &fflV\ 7, 000 rpm-CO 

£/B V 000 rpmT"^ Lfc c c*L«:??tme7M;:#f(:« N $ <b fcSt*W>«*rfr 
20 v\ ffl«t3!6<fe4S!Sr«S?*bfc. »**4xfc-v-f * p*^-k/HiTV= h— AO. 8g£ 

^? u fc^ ^7k &3jp ttsMt , «isL«at#wifc, 

^i?.'U^O^bi^A<£>#j-As£te88. 0%"C% -^-f 9 d * ^•fe.'W'-^ > — h — /HS& 
25 HJfe0>J 8 

ffclH&A 2 g, j»^3E«& (S^k^IIi) 0. 3 7 g *5«kt^?Lift-^y =x- 
/^m&M'&fc (%Wt/f!) =»— /H* 75/25 , 8,700, fP 

#fcfc^Iit§S!) 3. 6gS:^PO^^>' 12.75 ml „ * ^ / — 25 ml*5j;T>* 
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mmz^ft i8°c itwttu-cdsv^ i<Mffims&t&toio. 1 m*% #y \?~)vt>v 

= — /V7ki$?R 800 ml tt4AU * — fcT^SUfc^S^MJ— $r/BV\ 7,000 rpra 
*(TV \ attHBHK***:** bfc 0 it* $ fofc-W * a A 7±M*t h — AO. 8g 

10 

£»0»J 2 

Jt«E0!ll, 2, 3*5«fct*|fcl60!l4, 5, 6, 7 -e^kfLfcW * a*7°±/l-*P 
15 (Z-8000{I^— ^>Jj|^e£ftftJ£fh 0i«if^9f) -CMJ&U M^^ta* 





mutism (%) 




0. 0 




1. 4 


JfctM«2 


4. 4 




4. 7 


mmme 


4. 8 


It WO 3 


4. 6 




4 . 7 
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£9*0113 

JttfetfJ 1 ft £TJRJI!£09 4 "C# 7±/U m 5 rag & 10 mL tf)£fe 

ffl«9*ifc (1/150M y fcffiaJDUMJCT l^WSH^jft'g'lxfc^, 3 0 

5 OOrpmaO ^M^4>UT#fe^fcJi»«1»0^'6*A«A*rtt#:^ h ^ 
9 ^ 4 - \z -c*J3£ L fc e -hit f ^fc^AM^ fe It m * *i -5 * ffitt9MK * tc®[ ffi 

10 C*4) 





wwu&mm (%) 




15.8 


mmm4 


4. 3 



«^P^#$StLfct)^t-l:b^30%^T^iSTbT*3t), W fco 

15 

H^J4 

Jt^J2*5«fct>*^i6£#ij5 t?#^nfc-^-f * P.^^-k/U- 25 mg £r 0.2 ml <£>:#ifc 
jj% (5 mg O^A/f^v-^ f;Vt/VD-^t h V $ A N 1 mg CDzKy yyW<— h 80 N 
50 mg <D-*r> ~ h— /U^StK 1 ml tegttfLfctfO l=^ttt 7 9MMtte SD 
20 =7 y F^ff^Tlu 22G ffilt«-et»#Ufc. &#^igB##Jl£7 jy MMi 9 

mm— mm ^mrmm^m 5 iz^-t. 

-rx,' ^ n^^ , -fe/^-]?a#-««>lfil4 , *A— "#W*j»T®a (n=4) 





AUC0-24h (ng hr/mL) 


JfcWJ2 


19944 


£J£01J 5 


3432 
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5 mmm 5 

ktrnm 3 texximifcm i xm-bfot^^ t> a^y±^ 25 mg & 0.2 m i 

(5mgCD^/V/fE^^^Hr/Vn-^t h y £A N 1 mg <Dt$ V V /W<— h 80 N 
50 mg (^V^ h-^ZM'gTk 1 ml fcjgfl? }-#fC b T 7 ilffifstttt SD 

W >^ o^^-fey^TS^Oik^M— B#P^ftiHT®« (n=4) 





AUC0-24h (ng hr/mL) 




6 7 7 2 


5IMJ7 


2 5 12 
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mm (>bm±, >l^±. foffi&m*x) , msk^mw mmmmumms -iit* 
t^Hco^^-r, mmm^m^ mmm^mmm, mmm^mm, &m 

mitm, i$7F±, mw%s mmi±m, mmskm, m>\^m, mmig, mmmmtfes 
mmx^m, o^m, m-&m. ^a-i**^ ^mmmm, ^m^±, ft&m 

®<Dm&, ^mom^M^wcm<Dtc^skmtmm^T\^xv^^mi\t^*) 
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<Dm<k&£.v\z< < N mMmm, jhue 0 owie*, >t>*±. 

S-Se, #Attgn*, ^pt:m^P$#, *MM»^, iWiLlIttJPfttK 

15 



WO 02/074340 



PCT/JP02/02404 



8S 

w # <d m m 

10 

15 

6 . ^ (1) # * V/l^, (2) 4 5 ^ y y /H, (3) ^ /U* y h £ % (4) 

20 75/1, (5)Tb7 x / y (6) b y ^ >^.;W7}n ^7 5; (7) 

25 7. ilzK^^^ Ktt^l^fb^tl^iK) 2 . 5~«)6(DpKa^t5 
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9 . 7>'**7-><i,^n&ttftm*mi-zfc&m*&*ftizm%m*&#i-z 

li. 7>^tfyvyiiSM^.tf.5^ii5S (i) 




^^fc^K^^O^iJc^ 2 ^T^^t-^f U n Ml 1 *fcfi 2 L N 
£ H £ ik&m T? fc 5 It *39l 8 j& fee 

1 2. T^^^^^-i^iiaftt^tr^rrsfb^, tw/n K^s^Sfctt 
udf-ir^vK *^x^^>\ /*/V!M^i^ f^$f;^y s ^/1"<1M^>\ 

l 3. Tv^tfy'^ynjSft^SrttSftW 2 -s h l - [[ 2 • 
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- (lH-f 1^7 "/ — A — 5 — i )V) 3l=l)V- A-<< >V\ **$-tV\ ^<>X4 
5 ^ris-fr/VTS—jvir**/) =^f-;V 2 h^V- 1 - [ [2' - (lH-rh7 

V— /v- 5-^/1-) 3i —a - 4 a] p< ^/v] -ox-r 5: A— 7 - 

1 5. T>^^>^>>limUi^m^i-oit'B-W2 h=^>- 1 -[[2' 
10 .-(2, Kn-5-t^y-l, 2, 4 -^f-v^T A- 3 — ( fV) 

is i w,m<vmmm 0 

1 6 fSi^Miife, 

20 18. f im- # V => — /l^fi-^ftWfL^ i ^ y =< - /^Oi^ /UJt *S 100 
/0~4 0.^6 O-efeatt^^l 7|B«fe<^^& 0 

i9. m&fc<Dnm^ft : f-ms 3 , ooo~5o, 0 0 ox-feai**^i 6 

25 

2 0 . tkmrnmrnrnm x*hzm*m 1 ie*cd^^ 0 

2 1. #flB^m^ffi#a^foof»^lfB«cCOMitfeo 
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• 23. * k: *s t* s ^m^mit^m nw&k&mt'*'?'? K*£a« 

5 mk&mz.tt-tZ*A-)k& 1/10-10/1 "C^SSM^ 1 «B<ft<D»l3tffi. 

o tt%i?fc5i*^ i fam^fiijfiE&o 

2 6 . M*5 1 E*o»i3t«fe-e# feft©#d&tt»Jo 
15 2 7. J|fe*»tt^^KttMStt^*^T^^*^>'S'->lI^f^ffl% 

£<Jo 

2 8 . 2 6 IB«t<0«ifcttttM LtftS ISIHc 

20 

2 9 . AO^Bfc ' f^^J-efo 6!t**I 2 8 fB*cO E^o 

25 
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3 6 . f¥-<y^ ¥^^Mm^w<D^m^m 2000 wr-efcsif ^ 3 4 
3 7 . ^-<zfj- Y-\&±mw;\kmmm7^mk&mx*ibz>m &m 3 4 tBm^# 
3 8., K+4^s^«^T>^%i-x>'^>am^ffl^^ri-5^ 
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4 1 . 7 >J?tf >' v'>'II»i ^tt ( I ) 




5 #*fc«itm^^^2^TW^-'<-U— nttl i£7hte2£.-^U 

15 SS^fcte^rtU^C? 5SSr^b,R 3 t±«tfeS4r^rU-CV^Tt«tv^{k7K 

10 

4 2. Tl'^*T^->>'lI1gtfiftm&$i1-Z>fc&m, ^(DZfu K7 $/^*7tra 
i3ls : T J trjV&-y, s<A-V-;u-?-y^ vvv^lh/v* >\ <Y /W<1f-A* >\ 

4 3. T>**T>'i'>'immizm&&i-Z{k&%9j!>S2-x.h**y- 1 -[[2* 
- (lH-fh7y-/V-5 — f A) t*7^-/V-4 -^T/U] ^^/V] 'OXV 

20 

4 4. T>^^VV>-II^in;#ffl^^"-ro^4*l/5 s 1 - (v^o — drvvw^- 
dev^A/K— /U;t= 3 r>') 2 b 1 - [ [2' - (lH-fh7 
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4 5. T>**T>u>-ii^ftm*^-rz>fc'kmft2-^ h 1 -[[2' 

-(2, Ko-5-t^y-l, 2, 4 -^-drf-^ry— /U- 3 -iVV) 

#11 3 8 fBm^^ttST^^M^c 

4 6 . £f*fi##M4# y a* o-tKo ^v^/^^s^refcsiit^gi 

3 4lB«4(^#^TOISMM^ e 

47. a - K n 3f v^./W-jf ^M^*S? Lift- ^ I> = -Ml^t'feS fit 

4 8 . %m- # v =>~.^mm^<Dfimt ? v =*— ^©m/^/wtas 100 

/0~4 0/6 0-Cfo5fjt3fcil4 7ffi4fc<75^Stt*@7^E^fi^o 

4 9 . fi-£fle<&fi#¥i&#^-ftj&Sjfo 3 , 0 0 0 5 0, 0 0 0 -C*>Sffll#* 

4 6 fB^C^^tt@^|Smii^^ 0 

5 o . grm&mfc 2flfi&Jg-C;fc5i&3fc«3 4Gtt0feftfc&H^B^I&iAtt. 
5 1. 2 fl5^JR*S3E«&-e& 5 WsfcJS 5 0 1B4ft(DttttttiB^eEIKIijA«l. 

5 2 . T'fo -5 3 4 IH«feO^^ia?i0^mmfifefe e 

5 3. -^-f ^ a # T'-fcA-T-fc ©!i#rg 3 4 iett0&£tt£@?&B3&l^$<ft. 

setter* grffi&mj *>mj£&mo. l^msomvtb^nt^m 
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& m& u x# e> ^ a-v a i/frtb tw £ 5 t & mk t -r z 
io 5 6. ^ffi&nw* va*iE«*-efc5i*3jsS5 4 */tti5 5ia<few»3Sfe 0 

15 5 8. I**^l5 4*fc{i5 5fB«OM5t&^=fc l 9#btLo^t4ia^E«la^ 

5 9 . mm^mm^m • mmmx'&zm&m 3 s iBtt<p&ft&@7im?£& 

20 
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